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Guideline Status
This is the current release of the guideline.

This guideline meets NGC's 2013 (revised) inclusion criteria.
Recommendations

Major Recommendations

Definitions for the rating of evidence (High, Intermediate, Low, Insufficient); types of recommendations (Evidence-Based, Formal Consensus,
Informal Consensus, No Recommendation); and strength of recommendations (Strong, Moderate, Weak) are provided at the end of the "Major
Recommendations" field.

Clinical Question 1

What is the optimal treatment for patients with human epidermal growth factor receptor 2 (HER2)-positive advanced breast cancer?
For patients with HER2-positive advanced breast cancer:

Clinical Question 1.A

Is HER2-targeted therapy recommended for all patients in the first-line setting?

Recommendation 1.A.1. Clinicians should recommend HER2-targeted therapy—based combinations for first-line treatiment, except for highly
selected patients with estrogen receptor (ER)-positive or progesterone receptor (PgR)-positive and HER2-positive disease, for whom clinicians
may use endocrine therapy alone (see Clinical Question 2). Type: evidence based. Evidence quality: high. Strength of recommendation: strong.

Clinical Question 1.A.11
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Is HER2-targeted therapy recommended for all patients in the second-Ine setting?

Recommendation 1.A.11. If a patient's HER2-positive advanced breast cancer has progressed during or after first-line HER2-targeted therapy,
clinicians should recommend second-line HER2-targeted therapy—based treatment. Type: evidence based. Evidence quality: high. Strength of
recommendation: strong.

Clinical Question 1.A.11l
Is HER2-targeted therapy recommended for all patients in the third-line setting and beyond?

Recommendation 1.A.111. If a patient's HER2-positive advanced breast cancer has progressed during or after second-line or greater HER2-
targeted treatment, clinicians should recommend third-line or greater HER2-targeted therapy—based treatment. Type: evidence based. Evidence
quality: intermediate. Strength of recommendation: moderate.

Clinical Question 1.B

‘Which HER2-targeted therapy (trastuzumab, lapatinib, pertuzumab, or trastuzumab emtansine [T-DM1 ) with or without chemotherapy should be
offered?

Clinical Question 1.B.I
What is the specific recommended regimen in the first-line setting?

Recommendation 1.B.1. Clinicians should recommend the combination of trastuzumab, pertuzumab, and a taxane for first-line treatment, unless the
patient has a contraindication to taxanes. Type: evidence based. Evidence quality: high. Strength of recommendation: strong,

Clinical Question 1.B.Il
What is the specific recommended regimen in the second-line setting?

Recommendation 1.B.II. If a patient's HER2-positive advanced breast cancer has progressed during or after first-line HER2-targeted therapy,
clinicians should recommend T-DM1 as a second-line treatment. Type: evidence based. Evidence quality: high. Strength of recommendation:
strong,

Clinical Question 1.B.Ill
What is the specific recommended regimen in the third-line setting and beyond?

Recommendation 1.B.Ill.a. Ifa patient's HER2-positive advanced breast cancer has progressed during or after second-line or greater HER2-
targeted therapy, but she has not received T-DM 1, clinicians should offer T-DM1. Type: evidence based. Evidence quality: high. Strength of
recommendation: strong,

Recommendation 1.B.IILb. If a patient's HER2-positive advanced breast cancer has progressed during or after second-line or greater HER2-
targeted treatment, but she has not received pertuzumab, clinicians may offer pertuzumab. Type: informal consensus. Evidence quality: insufficient.
Strength of recommendation: weak.

Recommendation 1.B.I1l.c. If a patient's HER2-positive advanced breast cancer has progressed during or after second-line or greater HER2-
targeted treatment, and she has already received pertuzumab and T-DM1, clinicians should recommend third-line or greater HER2-targeted
therapy—based treatment. Options include lapatinib plus capecitabine, as well as other combinations of chemotherapy and trastuzumab, lapatinib
and trastuzumab, or hormonal therapy (in patients with ER-positive and/or PgR-posttive disease). There is insufficient evidence to recommend one
regimen over another. Type: informal consensus. Evidence quality: insufficient. Strength of recommendation: weak.

Clinical Question 1.B.IV
What is the optimal timing, dose, schedule, and duration of treatment?

The a priori clinical question for this guideline included optimal timing, dose, and schedule, but there was no specific evidence to inform the issues
on optimal timing or dose; therefore, the guideline will not provide recommendations on these. Some conclusions, however, were drawn regarding
duration.

Recommendation 1.B.IV. If a patient is receiving HER2-targeted therapy and chemotherapy combinations, the chemotherapy should continue for
approximately 4 to 6 months (or longer) and/or to the time of maximal response, depending on toxicity and in the absence of progression. When



chemotherapy is stopped, clinicians should continue the HER2-targeted therapy; no further change in the regimen is needed until the time of
progression or unacceptable toxicities. Type: evidence based. Evidence quality: intermediate. Strength of recommendation: moderate.

Clinical Question 1.B.V

How should any previous HER2 adjuvant therapy influence treatment?
Clinical Question 1.B.V.a

For patients with a recurrence <12 months after adjuvant treatment?

Recommendation 1.B.V.a. If a patient finished trastuzumab-based adjuvant treatment <12 months before recurrence, clinicians should follow the
second-line HER2-targeted therapy—based treatment recommendations (Recommendation 1.B.II). Type: evidence-based. Evidence quality:
intermediate. Strength of recommendation: moderate.

Clinical Question 1.B.V.b
For patients with a recurrence >12 months after adjuvant treatment?

Recommendation 1.B.V.b. If a patient finished trastuzumab-based adjuvant treatment >12 months before recurrence, clinicians should follow the
first-ine HER2-targeted therapy—based treatment recommendations (Recommendation 1.B.1). Type: evidence based. Evidence quality: high.
Strength of recommendation: strong.

Clinical Question 2

For patients with HER2-positive advanced breast cancer that is also ER positive (PgR positive), does ER/PgR status influence decisions about
the followng:

Clinical Question 2.A
What is the most appropriate first-line therapy for patients with HER2-positive, ER-positive (PgR positive or negative) advanced breast cancer?
Ifa patient's cancer is hormone receptor positive and HER2 positive, clinicians may recommend either:

Recommendation 2.A.1. HER2-targeted therapy plus chemotherapy. Type: evidence based. Evidence quality: high. Strength of recommendation:
strong,

Recommendation 2.A.11. Endocrine therapy plus trastuzumab or lapatinib (in selected cases). Type: evidence based. Evidence quality: high.
Strength of recommendation: moderate.

Recommendation 2.A.111. Endocrine therapy alone (in selected cases; see Recommendation 2.C). Type: evidence based. Evidence quality:
intermediate. Strength of recommendation: weak.

Clinical Question 2.B
Ifa clinician plans to offer endocrine therapy at some point during a woman's treatment, what is the appropriate sequencing?

Recommendation 2.B. If the patient has started with a HER2-positive targeted therapy and chemotherapy combination, clinicians may add
endocrine therapy to the HER2-targeted therapy when chemotherapy ends and/or when the cancer progresses. Type: informal consensus.
Evidence quality: insufficient. Strength of recommendation: weak.

Clinical Question 2.C
Can clinicians offer first-line endocrine therapy? If so, should it always be in combination with HER2-targeted therapy?

Recommendation 2.C. In special circumstances, such as low disease burden, presence of comorbidities (contradictions to HER2-targeted
therapy, such as congestive heart failure), and/or presence of'a long disease-free interval, clinicians may offer first-line endocrine therapy alone.
Type: informal consensus. Evidence quality: intermediate. Strength of recommendation: weak.

Definitions:

Guide for Rating Strength of Evidence



Rating for Definition
Strength of
Evidence

High High confidence that the available evidence reflects the true magnitude and direction of the net effect (i.e., balance of
benefits v harms) and that further research is very unlikely to change either the magnitude or direction of this net effect.

Intermediate Moderate confidence that the available evidence reflects the true magnitude and direction of the net effect. Further
research is unlikely to alter the direction of the net effect; however, it might alter the magnitude of the net effect.

Low Low confidence that the available evidence reflects the true magnitude and direction of the net effect. Further research may
change either the magnitude and/or direction this net effect.
Insufficient Evidence is insufficient to discern the true magnitude and direction of the net effect. Further research may better inform the

topic. The use of the consensus opinion of experts is reasonable to inform outcomes related to the topic.

Guide for Rating of Potential for Bias

Rating of Definitions for Rating Potential for Risk of Bias in Randomized Controlled Trials
Potential for
Bias

Lowrisk No major features in the study that risk biased results, and none of the limitations are thought to decrease the validity of the
conclusions. The study avoids problems such as failure to apply true randomization, selection of a population unrepresentative
of the target patients, high dropout rates, and no intention-to-treat analysis; and key study features are described clearly
(including the population, setting, interventions, comparison groups, measurement of outcomes, and reasons for dropouts).

Intermediate = The study is susceptible to some bias, but flaws are not sufficient to mvalidate the results. Enough of the itens introduce some
uncertainty about the validity of the conclusions. The study does not meet all the criteria required for a rating of good quality,
but no flaw is likely to cause major bias. The study may be missing information, making it difficult to assess limitations and
potential problens.

High risk There are significant flaws that imply biases of various types that may invalidate the results. Several of the itens introduce
serious uncertainty about the validity of the conclusions. The study has serious errors in design, analysis, or reporting; large
amounts of missing information; or discrepancies in reporting,

Guide for Strength of Recommendations

Rating for Definition

Strength of

Recommendation

Strong There is high confidence that the recommendation reflects best practice. This is based on (1) strong evidence for a true

net effect (e.g., benefits exceed harns); (2) consistent results, with no or minor exceptions; (3) minor or no concerns
about study quality; and/or (4) the extent of panelists' agreement. Other compelling considerations (discussed in the
guideline's literature review and analyses) may also warrant a strong recommendation.

Moderate There is moderate confidence that the recommendation reflects best practice. This is based on (1) good evidence for a
true net effect (e.g., benefits exceed harns); (2) consistent results, with minor and/or few exceptions; (3) minor and/or
few concerns about study quality; and/or (4) the extent of panelists agreement. Other compelling considerations
(discussed in the guideline's literature review and analyses) may also warrant a moderate recommendation.

Weak There is some confidence that the recommendation offers the best current guidance for practice. This is based on (1)
limited evidence for a true net effect (e.g., benefits exceed harns); (2) consistent results, but with important exceptions;
(3) concerns about study quality; and/or (4) the extent of panelists' agreement. Other considerations (discussed in the
guideline's literature review and analyses) may also warrant a weak recommendation.

Guide for Types of Recommendations

Type of Definition
Recommendation

Evidence based There was sufficient evidence from published studies to mform a recommendation to guide clinical practice.

Formal The available evidence was deemed insufficient to inform a recommendation to guide clinical practice. Therefore, the
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Parshidone! used a formal consensus process to reach this recommendation, which is considered the best current
guidance for practice. The Panel may choose to provide a rating for the strength of the recommendation (i.e., "strong,"

Recommendation oL ER - i
"moderate," or "weak"). The results of the formal consensus process are summarized in the guideline and reported in the
Data Supplement (see the "Availability of Companion Documents" field).

Informal The available evidence was deemed insufficient to inform a recommendation to guide clinical practice. The

consensus recommendation is considered the best current guidance for practice, based on informal consensus of the Expert Panel.
The Panel agreed that a formal consensus process was not necessary for reasons described in the literature review and
discussion. The Panel may choose to provide a rating for the strength of the recommendation (i.e., "strong," "moderate,"
or "weak").

No There is insufficient evidence, confidence, or agreement to provide a recommendation to guide clinical practice at this

recommendation | time. The Panel deemed the available evidence as insufficient and concluded it was unlikely that a formal consensus
process would achieve the level of agreement needed for a recommendation.

Clinical Algorithm(s)

A treatment algorithm is available from the American Society of Clinical Oncology (ASCO) Web site

Scope

Disease/Condition(s)

Advanced human epidermal growth factor receptor 2 (HER2)—positive breast cancer

Other Disease/Condition(s) Addressed

e Estrogen receptor (ER)-positive breast cancer

e Progesterone receptor (PgR)-positive breast cancer

Guideline Category

Management

Treatment

Clinical Specialty

Oncology

Radiation Oncology

Surgery

Intended Users

Advanced Practice Nurses

Allied Health Personnel

Nurses
Patients

Physician Assistants
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Physicians

Guideline Objective(s)

To provide evidence-based recommendations to practicing oncologists and others on systemic therapy for patients with human epidermal growth
factor receptor 2 (HER2)—positive advanced breast cancer

Target Population

Individuals with advanced human epidermal growth factor receptor 2 (HER2)—positive breast cancer

Interventions and Practices Considered

1. Human epidermal growth factor receptor 2 (HER2)-targeted therapy
e First-line: trastuzumab, pertuzumab, taxane combination
e Second-line: trastuzumab emtansine (T-DM1), pertuzumab if not previously received
e Third-Iine: lapatinib plus capecitabine, as well as other combinations of chemotherapy, and trastuzumab, lapatinib and trastuzumab, or
hormonal therapy
2. Chemotherapy in combination with HER2-targeted therapy (depending on toxicity and absence of progression)
3. Endocrine therapy (alone or in combination with HER2-targeted therapy)

Major Outcomes Considered

e Overall survival
e Progression-free survival (PFS)
e Adverse events

Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases

Description of Methods Used to Collect/Select the Evidence

An American Society of Clinical Oncology (ASCO) systematic review in MEDLINE was conducted. Most of the recommendations are evidence
based and rely on publications found in literature searches from 2009 to October 2012 (trastuzumab) and from 1966 to 2012 (nontrastuzumab
agents). Literature on trastuzumab, specifically articles published before 2009, was included in an earlier Cancer Care Ontario (CCO) systematic
review (see the Methodology Supplement [see the "Availability of Companion Documents" field]).

Articles were selected for inclusion in the systematic review of evidence if they met the following criteria: fully published or recent meeting
presentations of English-language reports of phase Il randomized controlled trials (RCTs) or rigorously conducted systematic reviews or meta-
analyses; studies involving a population of patients with epidermal growth factor receptor 2 (HER2)-positive advanced breast cancer; and trials
comparing a targeted agent (= chemotherapy and + endocrine therapy) with another treatment regimen, placebo, or observation. Meeting
abstracts were included only if the presentation or poster was available.

Articles were excluded from the systematic review if they were: meeting abstracts not subsequently published in peer-reviewed journals; editorials,
commentaries, letters, news articles, case reports, or narrative reviews; and published in a language other than English.



Number of Source Documents

A total of nine first-line, three second-line, and four beyond-second-line phase 111 randomized clinical trials were deemed eligible for inclusion in
the American Society of Clinical Oncology (ASCO) systematic review of the results (some trials provided evidence for >one recommendation)
and conprise the evidentiary basis of the guideline recommendations, in addition to the trials in the Cancer Care Ontario (CCO) systenmatic review.

Methods Used to Assess the Quality and Strength of the Evidence

Weighting According to a Rating Scheme (Scheme Given)

Rating Scheme for the Strength of the Evidence

Guide for Rating Strength of Evidence

Rating for Definition

Strength of

Evidence

High High confidence that the available evidence reflects the true magnitude and direction of the net effect (i.e., balance of

benefits v harns) and that further research is very unlikely to change either the magnitude or direction of this net effect.

Intermediate Moderate confidence that the available evidence reflects the true magnitude and direction of the net effect. Further
research is unlikely to alter the direction of the net effect; however, it might alter the magnitude of the net effect.

Low Low confidence that the available evidence reflects the true magnitude and direction of the net effect. Further research may
change either the magnitude and/or direction this net effect.
Insufficient Evidence is nsufficient to discern the true magnitude and direction of the net effect. Further research may better inform the

topic. The use of the consensus opinion of experts is reasonable to inform outcomes related to the topic.
Guide for Rating of Potential for Bias

Rating of Definitions for Rating Potential for Risk of Bias in Randomized Controlled Trials
Potential for
Bias

Lowrisk No major features in the study that risk biased results, and none of the limitations are thought to decrease the validity of the
conclusions. The study avoids problems such as failure to apply true randomization, selection of a population unrepresentative
of the target patients, high dropout rates, and no intention-to-treat analysis; and key study features are described clearly
(including the population, setting, interventions, comparison groups, measurement of outcomes, and reasons for dropouts).

Intermediate = The study is susceptible to some bias, but flaws are not sufficient to invalidate the results. Enough of the iterns introduce some
uncertainty about the validity of the conclusions. The study does not meet all the criteria required for a rating of good quality,
but no flaw is likely to cause major bias. The study may be missing information, making it difficult to assess limitations and
potential problens.

High risk There are significant flaws that imply biases of various types that may invalidate the results. Several of the items introduce
serious uncertainty about the validity of the conclusions. The study has serious errors in design, analysis, or reporting; large
amounts of missing information; or discrepancies in reporting,

Methods Used to Analyze the Evidence

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the Evidence
Data Extraction

Literature search results were reviewed and deemed appropriate for full text review by an American Society of Clinical Oncology (ASCO) staff



member, in consultation with the Expert Panel Co-Chairs. Data were extracted by one reviewer and subsequently checked for accuracy through
an audit of the data by another ASCO staff member. Disagreements were resolved through discussion and consultation with the Co-Chairs if
necessary.

Study Quality

As seen in the quality assessment table (see Table 1 in the original guideline document), study quality was formally assessed for the 11 studies
identified. Design aspects related to individual study quality were assessed by one reviewer, with factors such as blinding, allocation concealment,
placebo control, intention to treat, funding sources, and so on generally indicating an intermediate to high potential risk of bias for most of the
identified evidence. The Methodology Supplement provides definitions of ratings for overall potential risk of bias.

Methods Used to Formulate the Recommendations
Expert Consensus

Informal Consensus

Description of Methods Used to Formulate the Recommendations

The recommendations were developed by a multidisciplinary group of experts (see Appendix Table Al in the original guideline document) using a
systematic review of phase 111 randomized controlled trials (RCTs) and clinical experience as a guide.

The guideline recommendations were crafted, in part, using the Guidelines Into Decision Support (GLIDES) methodology and accompanying
BRIDGE- W1z software (http/gemmed.yale.edw/BRIDGE- Wiz ). Ratings for type of recommendation and strength of
evidence are provided in the Methodology and Data Supplements (see the "Availability of Companions Documents" field).

Detailed information about the methods used to develop this guideline, regarding the Expert Panel composition, guideline development process,
and steps taken in the systematic review and recommendation development process, is available in the Methodology and Data Supplements).

There was insufficient evidence to make evidence-based recommendations on some of the clinical questions. Therefore, some recommendations
were made on the basis of informal consensus and are labeled as such.

Rating Scheme for the Strength of the Recommendations

Guide for Strength of Recommendations

Rating for Definition

Strength of

Recommendation

Strong There is high confidence that the recommendation reflects best practice. This is based on (1) strong evidence for a true

net effect (e.g., benefits exceed harns); (2) consistent results, with no or minor exceptions; (3) minor or no concerns
about study quality; and/or (4) the extent of panelists' agreement. Other compelling considerations (discussed in the
guideline's literature review and analyses) may also warrant a strong recommendation.

Moderate There is moderate confidence that the recommendation reflects best practice. This is based on (1) good evidence for a
true net effect (e.g., benefits exceed harns); (2) consistent results, with minor and/or few exceptions; (3) mnor and/or
few concerns about study quality; and/or (4) the extent of panelists agreement. Other compelling considerations
(discussed in the guideline's literature review and analyses) may also warrant a moderate recommendation.

Weak There is some confidence that the recommendation offers the best current guidance for practice. This is based on (1)
limited evidence for a true net effect (e.g., benefits exceed harns); (2) consistent results, but with important exceptions;
(3) concerns about study quality; and/or (4) the extent of panelists' agreement. Other considerations (discussed in the
guideline's literature review and analyses) may also warrant a weak recommendation.

Guide for Types of Recommendations
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Type of Definition
Recommendation

Evidence based There was sufficient evidence from published studies to inform a recommendation to guide clinical practice.

Formal The available evidence was deemed insufficient to inform a recommendation to guide clinical practice. Therefore, the

consensus Expert Panel used a formal consensus process to reach this recommendation, which is considered the best current
guidance for practice. The Panel may choose to provide a rating for the strength of the recommendation (i.e., "strong,"
"moderate," or "weak"). The results of the formal consensus process are summarized in the guideline and reported in the
Data Supplement (see the "Availability of Companion Documents" field).

Informal The available evidence was deemed insufficient to inform a recommendation to guide clinical practice. The

consensus recommendation is considered the best current guidance for practice, based on informal consensus of the Expert Panel.
The Panel agreed that a formal consensus process was not necessary for reasons described in the literature review and
discussion. The Panel may choose to provide a rating for the strength of the recommendation (i.e., "strong," "moderate,"
or "weak").

No There is insufficient evidence, confidence, or agreement to provide a recommendation to guide clinical practice at this
recommendation | time. The Panel deemed the available evidence as insufficient and concluded it was unlikely that a formal consensus
process would achieve the level of agreement needed for a recommendation.

Cost Analysis

A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation

External Peer Review

Internal Peer Review

Description of Method of Guideline Validation

All members of the Expert Panel participated in the preparation of the draft guideline document, which was then disseminated for external review
and submitted to the Journal of Clinical Oncology (JCO) for peer review and publication. All American Society of Clinical Oncology (ASCO)
guidelines are reviewed and approved by the ASCO Clinical Practice Guidelines Committee (CPGC) prior to publication.

The Clinical Practice Guideline Committee approved this guideline update on November 19, 2013.

Evidence Supporting the Recommendations

Type of Evidence Supporting the Recommendations

The type of supporting evidence is identified and graded for each recommendation (see the "Major Recommendations" field).

Benefits/Harms of Implementing the Guideline Recommendations

Potential Benefits

Optimal management of patients with advanced human epidermal growth factor receptor 2 (HER2)-positive metastatic breast cancer

Potential Harms



e Toxic adverse effects of human epidermal growth factor receptor 2 (HER2)-targeted therapy
e See Table 3 and Table 4 in the original guideline document for further data concerning adverse effects.

Contraindications

Contraindications

e There are some contraindications to human epidermal growth factor receptor 2 (HER2)-targeted therapy, as a result of its cardiovascular
toxicity effects (see Table 4 in the original guideline document). The single most important contraindication is a decreased left ventricular
ejection fraction (LVEF) and/or clinical evidence of congestive heart failure arising from low LVEF. Among patients with congestive heart
failure or low ejection fraction, the decision to use HER2-targeted therapy must be made on an individual basis, assessing the relative risks
of cardiac dysfunction froma specific regimen versus disease progression. Therefore, the Expert Panel recommended that clinicians treat
patients with clinical congestive heart failure or compromised LVEF on a case-by-case basis, assessing the relative risks of cardiac
dysfunction versus disease progression.

e Because the CLEOPATRA (Clinical Evaluation of Pertuzumab and Trastuzumab) regimen used a taxane, contraindications to the regimen
included any contraindications to the use of a taxane, such as neuropathy, prior taxane hypersensitivity, and so on (see drug labels for other
contraindications). The Data Supplement (see the "Availability of Companions Documents" field) provides further information.

Qualifying Statements

Qualifying Statements

e The clinical practice guideline and other guidance published herein are provided by the American Society of Clinical Oncology (ASCO) to
assist providers in clinical decision making. The information herein should not be relied on as being complete or accurate, nor should it be
considered as inclusive of all proper treatments or methods of care or as a statement of the standard of care. With the rapid development of
scientific knowledge, new evidence may emerge between the time information is developed and when it is published or read. The
information is not continually updated and may not reflect the most recent evidence. The information addresses only the topics specifically
identified herein and is not applicable to other interventions, diseases, or stages of diseases. This information does not mandate any
particular course of medical care. Furthermore, the information is not intended to substitute for the independent professional judgment of the
treating provider, because the nformation does not account for individual variation among patients. Each recommendation reflects high,
moderate, or low confidence that the recommendation reflects the net effect of a given course of action. The use of words like must, must
not, should, and should not indicates that a course of action is recommended or not recommended for either most or many patients, but
there is latitude for the treating physician to select other courses of action in individual cases. In all cases, the selected course of action
should be considered by the treating provider in the context of treating the individual patient. Use of the information is voluntary. ASCO
provides this information on an as-is basis and makes no warranty, express or implied, regarding the information. ASCO specifically
disclaims any warranties of merchantability or fitness for a particular use or purpose. ASCO assumes no responsibility for any injury or
damage to persons or property arising out of or related to any use of this information or for any errors or omissions.

¢ Because many patients for whom guideline recommendations apply present with multiple chronic conditions (MCCs), any management plan
needs to take into account the complexity and uncertainty created by the presence of MCCs and highlight the importance of shared decision
making around guideline use and implementation. Therefore, in consideration of recommended care for the target index condition, clinicians
should review all other chronic conditions present in the patient and take those conditions into account when formulating treatment and
follow-up plans (common chronic conditions for patients with breast cancer are listed in Data Supplement 5 [see the "Availability of
Companion Documents']). Taking these considerations into account, practice guidelines should provide information on how to apply the
recommendations for patients with MCCs, perhaps as a qualifying statement for recommended care. This may mean that some or all of the
recommended care options are modified or not applied, as determined by best practice in consideration of any MCC.

Implementation of the Guideline

Description of Implementation Strategy
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Guideline Implementation

Anerican Society of Clinical Oncology (ASCO) guidelines are developed to be implemented in a variety of health settings. Barriers to
implementation and application of the guideline recommendations include factors such as the need to increase awareness among front-line
practitioners and cancer survivors and also the need to provide adequate services in the face of limited resources.

This guideline does not consider cost-effectiveness analyses. The agents in this guideline are FDA approved and available; however, cost is an
issue that may be appropriate to discuss with patients, because copayments and other expenses are insurance dependent and/or financial
assistance may be available. Unfortunately, there are parts of the country where access to a medical oncologist might be limited, and because of
reimbursement issues, some smaller practices are referring elsewhere for expensive treatments. There is also the issue of the uninsured who do not
qualify for Medicaid or other financial assistance. ASCO provides resources on cost of care for your patient. Most practicing oncologists in the
United States have used trastuzumab and lapatinib and are starting to gain experience with pertuzumab and trastuzumab emtansine (T-DM1). As
with all new treatments, diffision in the community must occur in time.

The guideline Bottom Line was designed to facilitate implementation of recommendations. This guideline will also be distributed through the
ASCO Practice Guideline Implementation Network and other ASCO commumications. ASCO guidelines are posted on the ASCO Web site and
most often published in the Journal of Clinical Oncology (JCO).

For more information on the ASCO implementation strategy, please see the ASCO Web site

Implementation Tools
Clinical Algorithm

Patient Resources

Quick Reference Guides/Physician Guides

Slide Presentation

For information about availability, see the Availability of Companion Documents and Patient Resources fields below.

Institute of Medicine (IOM) National Healthcare Quality Report
Categories

IOM Care Need
Getting Better

Living with Iliness

IOM Domain

Effectiveness

Patient-centeredness

Identifying Information and Availability
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